AUG-09-02 10:47 From:GENETIC JHERAPY, INC. 



+3D1258 



T-r60 P. 05 



Job-940 



Pippig et al 
App. No. 09/715,249 



0^ 




5 



2. (Amended) The method according to claim 1 /wherein the mutated PTKR is a mutated 
epidermal growth factor receptor (EGFR). ^ 

3. (Amended) The method according to/faim^^herein the mutated EGFR is a mutated 
EGFRl. 



5. (Amended) The method according to claim 1 . Wherein the mutated PTKR comprises a 
deletion in the intracellular domain or deletion^n both the intracellular domain and the 
extracellular domain. 

6. (Amended) The method according ^clatmZ, wherein the introducing step is 
accomplished by incorporating the^oleic aeid-«equenoe encoding the mutated EGFR 

into a vector and introducing sam vector into said mammalian cell. 

8. (Amended) The method according to claiin 1 , wherein said identifying step is 

accomplished by contacting the geneticaUy i^dified mammalian cells with an antibody 
that recognizes and binds to the mutay^ PTl 



10. (Amended) The method according to clain/l, further comprising separating the 
identified cells expressing the mutated PTl 

1 1 . (Amended) The method accordin^o claim 1, wherein the mammalian cells are human 
cells. 

1 2. (Amended) The method aj>^rding to claim 1 1 , wherein the human cells are selected 
from the group consisting hematopoietic cells, liver cells, endothelial cells and smooth 
muscle cells. / ^^^^^ 

1 3 . (Amended) Th9/inethod according to claim 1 1 , wherein the human cells are 
hematopoietic oeus. 

14. (Amended)/ The method according to claim 13, wherein the hematopoietic ceUs are 
stem cell/ or T-cells. 
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16, (Amended) A method of identifying genetically modified m^^onalian cells comprising 
the steps of: 

a) incorporating into a vector a nucleic acid sequence epcioding a mutated protein-tyrosine 
kinase receptor (PTKH), wherein said PTKR captprises modifications to the 
intracellular and the extracellular domains^ cctoiprises a modification to the extracellular 
domain, or excludes any nerve growth iMox receptor(s) (NGFR) and comprises a 
modification to the intracellular dommn; 

b) introducing the vector into a marfunaUan cell to form a genetically modified mammalian 
cell; / ^ 

c) allowing expression oftlle mutatedfPTKR in the genetically modified mammalian cell; 
and 

d) identifying sai^enetically modified mammalian cell expressing the mutated PTKR. 

1 7. (Amended)/ The method according to claim 1 6, wherein the mutated PTKR is a 
mutated EGFR. 




3^ 



(Amended) A method for identifying transducedjpiammalian cells comprising: 

a) rctrovirally transducing mammalian cells witji i nucleic acid sequence encoding a 
protein-tyrosine kinase receptor (PTKR) ^eratively linked to an expression control 
sequence; wherein said PTKR comprises modifications to the intracellular and the 
extracellular domains, comprisesXmodification to the extracellular domain, or 
excludes any nerve growth f^etor receptor(s) (NGFR) and comprises a modification to 
the intracellular domain; 

b) incubating the transdiacced mammalian cells with a marked antibody which recognizes 
and binds specifu>^ly to the mutated PTKR; and 

c) identifying th^arked transduced mammalian cells. 

2 1 . (Amended) / method according to claim 20, wherein the mammalian cells are 
hematopeaetic ceil§^ 
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22. (Amended) TJiejtnethod according to claim 20, wherein the mutated PTKR is a 

/ 

mutated EGER. 



3. (Amended) The method according to claim 20, wherein the mammalian cells are 

transduced by a retroviral^vector selected from the group consisting of a moloney murine 
leukemia viral vectorfa myeloproliferative sarcoma viral vector, a murine embryonic 
stem cell viralvector, a murine stem cell viral vector, and a spleen focus forming viral 
vecto^./^ 

24. (Amended) The method according to claim 20, wherein the mammalian ceils are 
transduced by a lentiviral vector. 

25 . (Amende^ The method according to claim 20, further comprising the step of separating 
the identifie^marked transduced mammalian cells from non-marked mammalian cells* 

26. (Amended) llie method according to claim 20, further comprising the step of 
expanding the marked transduced mammalian cells. 

27. (Amended) A metnpd of identifying mammalian cells expressing a protein of interest, 
comprising: 



\ 



a) introducing into a mammalian cell a nucleic acid comprising a DNA sequence 
encoding a protein of interest and comprising a DNA sequence encoding a protein- 
tyrosine kinase receptor (PTKR), wherein said DNA sequences are operatively linked 
to one or more expression control sequences, wherein said PTKR comprises 
modifications to the inU-acellular^and the extracellular domains, comprises a 
modification to the extracellular domain, or excludes any nerve growth factor 
receptor(s) (NGFR) and comprises ax^odification to the intracellular domain; 

b) culturing the resulting mammalian cells; and 

o) identifying mammalian cells which expr^s the mutated PTKR thereby obtaining 
mammalian cells which express the proteiirof interest. 
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(Amended) ^e^method acxording to claim 27, wherein the mutated PTKR is a 
mutated EG^R^<— ^ 

(Amended) The metb^ according to claim 27, wherein the nucleic acid encoding the 
mutated PTKR an4>t^ nucleic acid encoding the protein of interest are introduced by a 

retroviral vect 


Please add new claims 31-42 as follows: 




31. 



32. 



33. 



34. 



35. 




(New) The method according to claim 3. wherein thi mutated EGFRl comprises the amino 
acid sequence set forth in SEQ ID NO:2 except th^ft amino acid residues 679-1210 are 
deleted. 

(New) The method according to claim 3, ^lerem the mutated EGFRl comprises the amino 
acid sequence set forth in SEQ ED N0:2^cept that amino acid residues 25-312 and 679- 
1210 are deleted. 



(New) The method according to/lami 
EGFRl. 



im l^i^wl)&ri 



ein the mutated EGFR is a mutated 



(New) The method according to claim 33, wherein the mutated EGFRl comprises the 
amino acid sequence scyiorth in SEQ ID NO:2 except that amino acid residues 679-1210 
are deleted, 

(New) The method according to claim 33, wherein the mutated EGFRl comprises the 
amino acid seouence set forth in SEQ ID N0;2 except that amino acid residues 25-3 12 and 
679-1210 ar/deleted. 



36. (New) 
^ ) EGFR 




ethod according to claim 22, wherein the mutated EGFR is a mutated 
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37. (New) The method according to claim 36, wherein the mutated EGFRl comprises the 
amino acid sequence set forth in SEQ ID N0;2 except that amino acid residues 679-1210 
are deleted. 

38. (New) The method according to claim 36, wherein the mutated EGFRl comprises the 
amino acid sequence set forth in SEQ ID N0:2 except that amino acid residues 25-312 and 
679-1210 are deleted. 

(New) The^iethod according to claim 28, wherein the mutated EGFR is a mutated 

(New) The method according to claim 39, wherein the mutated EGFRl comprises the 
amino acid sequence set forth in SEQ ID N0:2 except that amino acid residues 679-121 0 
are deleted. 

41 . (New) The method according to claim 39, wherein the mutated EGFRl comprises the 
amino acid sequence set forth in SEQ ID N0;2 except that amino acid residues 25-312 and 
679-1210 are deleted. 

42. (New) A method of identifying a genetically modified mammalian cell, comprising: 

a) introducing a nucleic acid sequence encoding a mutated epidermal growth factor 
receptor 1 (EGFRl), operatively hnked to an expression control sequence, into a 
mammalian cell to form a genetically modified mammalian cell, wherein the mutated 
EGFRl either comprises: i) the amino acid sequence set forth in SEQ ID NO:2 except 
that amino acid residues 679-1210 are deleted, or ii) the amino acid sequence set forth 
in SEQ ID NO:2 except that amino acid residues 25-3 12 and 679-1210 are deleted; 

b) allowing expression of the mutated EGFRl in the genetically modified mammalian 
cell; and 

c) identifying said genetically modified mammalian cell expressing the mutated EGFRl . 
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